General Information
1 H and 13 C NMR spectra were recorded on Agilent DD2 400 NMR Spectrometer. Chemical shifts are given as ppm relative to the residual solvent peak (chloroform-d1: 7.26 ppm/77.16 ppm). Column chromatography purification was performed on MN Kieselgel 60 (0.063 -0.2 mm, 70-230 mesh ASTM). Commercial reagents were used without prior purification. Petroleum ether with b.p. 40-70 °C was used. 1,2-Bis(diphenylphosphino)ethane nickel(II) chloride (Ni(dppe)Cl 2 ) was prepared according to a known procedure.
1
Synthesis of 3,4,5-trimethoxyphenylacetylene (2) 2 Ph 3 P (7.86 g, 30 mmol) was added to a solution of CBr 4 (4.98 g, 15 mmol) in 60 ml of CH 2 Cl 2 at 0 °C under argon atmosphere. The resulting solution was stirred at 0 °C for 25 min. 3,4,5-Trimethoxybenzaldehyde (1.96 g, 10 mmol) in 20 ml of CH 2 Cl 2 was added dropwise. The solution was stirred at 0 °C for 1.5 h. The solvent was removed under reduced pressure, and the resulting oil was purified by column chromatography on silica gel (petroleum ether/EtOAc, 4:1) to give 1,1-dibromo-2-(3',4',5'-trimethoxyphenyl)ethylene (3.27 g, 9.3 mmol, 93%) as pale yellow crystals, m.p. 49-51 C. 1 4 ',5'-trimethoxyphenyl)ethylene (3 g, 8.52 mmol) was dissolved in 30 ml of THF and cooled to -78 °C. n-BuLi (12.9 mL, 32.38 mmol, 2.5 M in hexane) was added dropwise for 30 min. The solution was stirred at -78 °C for 2 h. Saturated NH 4 Cl (20 mL) was added and the solution warmed to room temperature. The solution was extracted with EtOAc, the combined organic layers were washed with brine, dried over Na 2 SO 4 , and then concentrated in vacuo and the residue was purified by flash chromatography on silica gel (petroleum ether/EtOAc, 3:1) to give 2(1.63 g, 8 3 1,2-bis(diphenylphosphino)ethane nickel(II) chloride Ni(dppe)Cl 2 (24 mg, 0.046 mmol) was placed in a dry argon-flushed Schlenk flask equipped with a stir bar and sealed with a septum. 5 ml of THF was added through a syringe, followed by dropwise addition of 4.18 mL of dibal-H (1 M solution in toluene, 4.18 mmol) at room temperature (gas evolution occurs as dibal-H is added). The resulting solution was cooled to 0 °C and 3,4,5-trimethoxyphenylacetylene (445 mg, 2.32 mmol) in 4 mL of THF was added slowly. The resulting black solution was allowed to warm to room temperature and stirred for 2 h. A solution of I 2 in 5 mL of THF (1.768 g, 6.96 mmol) was added into hydroalumination reaction mixture at -78 °C. The resulting dark brown solution was stirred for 1.5 h. 10 mL of a saturated solution of sodium potassium tartrate was added to the reaction mixture, followed by stirring for 10 min at room temperature. The organic layer was separated and the aqueous layer was extracted with MeOBu-t, the combined organic layers were washed with brine, dried over Na 2 SO 4 , and then concentrated in vacuo and the residue was purified by flash chromatography on silica gel (petroleum ether/EtOAc 4 A stirring solution of guaiacol (20 g, 161 mmol) and pyridine (30 mL, 372 mmol) in 400 mL of CH 2 Cl 2 was cooled in an ice bath and treated with acetyl chloride (12.8 mL, 180 mmol). After 30 min the reaction mixture was poured into ice cold 1 M H 3 PO 4 . The organic phase was extracted with CH 2 Cl 2 , and the combined organic layers were washed with brine, dried with Na 2 SO 4 , and then concentrated to light yellow oil. A solution of ICl (31 g, 191 mmol) in 200 mL of CH 2 Cl 2 was added dropwise to a solution of yellow oil in 200 ml of CH 2 Cl 2 cooled in an ice bath over a period of 2 h. The reaction was monitored by GC-MS. The reaction mixture was stirred at room temperature for 30 h and then poured into an ice cold saturated NaHSO 3 solution. The aqueous layer was extracted with CH 2 Cl 2 and the organic phase was washed with brine, dried over Na 2 SO 4 , and then concentrated to a light yellow solid. To a solution of this solid in 120 mL of CH 3 OH, 120 mL of THF and 40 mL of H 2 O LiOH·H 2 O (23.6 g, 562 mmol) was added in one portion. The reaction mixture was vigorous stirred at room temperature for 3.5 h, monitored by GC-MS. The reaction solution was poured into ice cold 1 M HCl, and this mixture was extracted with Et 2 O. The combined organic layers were washed with brine, dried over Na 2 SO 4 , and then concentrated to yellow oil. Crystallization from 100 mL of methylcyclohexane and 10 mL of Et 2 O yielded 3-hydroxy-4-methoxyphenyl iodide (19.5 g, 77 mmol, 48%) as colorless crystals. 3-Hydroxy-4-methoxyphenyl iodide (250 mg, 1 mmol) was placed into a round bottom flask equipped with a stir bar, followed by addition of 5 mL of CH 2 Cl 2 . DIPEA (348 μL, 2 mmol) and MOMCl (129 μL, 1.7 mmol) were added dropwise at 0 °C. The resulting solution was stirred at room temperature for 10 h. The reaction mixture was washed with saturated NaHCO 3 solution and brine, dried over Na 2 SO 4 , and then concentrated in vacuo and the residue was purified by flash chromatography on silica gel (petroleum ether/EtOAc, 7:1) to give 3-(methoxymethoxy)-4-methoxyphenyl iodide (225 mg, 0.77 mmol, 77%) as a yellow solid, m.p. 48-49 C. 1 
Synthesis of 3-(N-tert-Butyloxycarbonylamino)-4-methoxyphenyl iodide.
OMe NHBoc I Iodinating solution was prepared by addition of I 2 (24 g, 94.5 mmol) and then NaIO 4 (6.8 g, 31.8 mmol) slowly portionwise to stirred 96% H 2 SO 4 (30 mL). 5 Stirring was continued for 30 min to give a dark brown solution. Iodinating solution was added dropwise to a suspension of 2-nitroanisole (30 g, 196 mmol) in 150 ml of 96% H 2 SO 4 over a period of 1 h, followed by stirring at room temperature for 30 min. The reaction mixture then quenched by slowly pouring into ice. The mixture was extracted with CH 2 Cl 2 , The organic layers were washed with 20% NaHSO 3 A dry nitrogen-flushed round bottom flask, equipped with a magnetic stirrer was charged with a mixture of 3-nitro-4-methoxyphenyl iodide (16.2 g, 58 mmol) and SnC1 2 ·2H 2 0 (65.5 g, 290 mmol) in 75 ml of EtOH and 30 ml of EtOAc. 6 The reaction was heated at 70 °C for 30 min. Half of the solvents was evaporated and 100 ml of Et 2 O was added. The mixture was left in the fridge over the night. The obtained precipitate was filtered and washed with Et 2 O. The solid was dissolved in 150 ml of 15% NaOH cooled in an ice bath. The mixture was extracted with CH 2 Cl 2 , the organic layers were washed with brine, dried over Na 2 SO 4 and concentrated to 3-amino-4-methoxyphenyl iodide (9.5 g, 38 mmol, 66%) as a white solid, m.p. 90-91 °C. 1 
Synthesis of the reagent i-PrMgCl·LiCl
A dry argon-flushed round bottom flask, equipped with a magnetic stirrer and a septum was charged with magnesium turnings (2.64 g, 110 mmol) and 10 mL of THF was added. A solution of i-PrCl (9.1 mL, 100 mmol) in 20 mL of THF was slowly added at room temperature. The magnesium was activated with 1,2-dibromoethane and the reaction started within a few minutes. After the addition, the reaction mixture was stirred for 24 h at room temperature. Anhydrous LiCl (848 mg, 20 mmol) was placed into a dry argon-flushed Schlenk flask and 10 ml of the prepared solution of i-PrMgCl (20 mmol, 2M solution) was added. The concentration of the resulting solution of i-PrMgCl·LiCl was 0.97 M.
Synthesis of isocombretastatins 5a-k (typical procedure)
A dry argon-flushed Schlenk flask, equipped with a magnetic stirrer and a septum was charged with a solution of 1-iodo-1-(3',4',5'-trimethoxyphenyl)ethylene (48 mg, 0.15 mmol) in 1.5 mL of dry THF. The solution of i-PrMgCl·LiCl (0.17 ml of 0.97 M solution in THF, 0.165 mmol) was added slowly at -20 °C, and the reaction mixture was stirred at this temperature for 20 min to complete I/Mg exchange. 1 M solution of ZnCl 2 (0.15 ml of 1 M solution in THF, 0.15 mmol) was added dropwise for 1 min at -20 °C and the reaction mixture was warmed to room temperature. 3-(Methoxymethoxy)-4-methoxyphenyl iodide (44 mg, 0.15 mmol) was placed in a round bottom flask under argon. Solution of Pd(OAc) 2 (1.35 mg, 0.006 mmol) and S-Phos (3.7 mg, 0.009 mmol) in 1 ml of THF was added, followed by dropwise addition of prepared solution of organozinc reagent (0.15 mmol) over a period of 1 min at room temperature. The reaction mixture was stirred at room temperature for 5 h, poured into saturated aq. NH 4 Cl solution and extracted with EtOAc. The organic layer was washed with brine, dried over Na 2 SO 4 and concentrated in vacuo and the residue was purified by flash chromatography on silica gel (petroleum ether/EtOAc, 5:1) to give 5a-OMOM (44 mg, 0.122 mmol, 81%) as brown oil. 1 
1-(4'-Methoxy-3'-methoxymethoxyphenyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5a-OMOM)

1-(3'-Hydroxy-4'-methoxyphenyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5a)
Solution of HCl in EtOH(2 mL, 0.5M) was added dropwise to a solution of 5a-OMOM (18 mg, 0.05 mmol) in 1 ml of EtOAc at room temperature. The reaction mixture was stirred at room temperature for 3 h. The reaction was neutralized by addition of saturated NaHCO 3 solution, followed by extraction with Et 2 O. Organic layer was concentrated in vacuo, and the residue was purified by flash chromatography on silica gel (petroleum ether/EtOAc, 3:1) to give 5a (15 mg, 0.049 mmol, 97%) as yellow oil. 1 
1-[3'-(N-tert-Butyloxycarbonylamino)-4'-methoxyphenyl]-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5b-NHBoc)
After purification by flash chromatography on silica gel (petroleum ether/EtOAc, 9:1, then 1:1) the title compound was isolated as pale yellow oil (76%). 1 
1-(3'-Amino-4'-methoxyphenyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5b)
Solution of HCl in EtOH(3 mL, 3M) was added dropwise to a solution of 5b-NBoc (20 mg, 0.048 mmol) in 2 ml of EtOAc at room temperature. The reaction mixture was stirred at room temperature for 20 h. The reaction mixture was neutralized by addition of 3M NaOH solution, followed by extraction with EtOAc. Organic layer was concentrated in vacuo, and the residue was purified by flash chromatography on silica gel (petroleum ether/EtOAc, 3:1) to give 5b (14 mg, 0.044 mmol, 93%) as a brown foam. 1 
1-(4'-Methoxy-3'-nitrophenyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5c)
After purification by flash chromatography on silica gel (petroleum ether/EtOAc, 4:1) the title compound was isolated as a yellow solid (81%), m.p. 103-105 C. 1 
1-(3'-Nitrophenyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5d)
After purification by flash chromatography on silica gel (petroleum ether/EtOAc, 6:1) the title compound was isolated as a yellow solid (66%), m.p. 69-70 C. 1 1-(4'-Methylthiophenyl)-1-(3'',4'',5''-trimethoxyphenyl) 
ethylene (5e)
After purification by flash chromatography on silica gel (petroleum ether/EtOAc, 10:1) the title compound was isolated as brown oil (84%). 1 
1-(4'-N-Acetylaminophenyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5g)
Following the synthetic procedure for 5a-OMOM, 4-N-acetylaminophenyl bromide (16 mg, 0.075 mmol), solution of Pd(OAc) 2 (1.35 mg, 0.006 mmol) and S-Phos (3.7 mg, 0.009 mmol) in 1 ml of THF and double excess of prepared solution of organozinc reagent (0.15 mmol) were used. After purification by flash chromatography on silica gel (petroleum ether/EtOAc, 2:1, then 1:1) the title compound was isolated as a brown foam (26%). 1 1-(3'-Pyridyl)-1-(3'',4'',5''-trimethoxyphenyl) N-Acetylamino-3'-pyridyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5i) Following the synthetic procedure for 5a-OMOM, 4'-N-acetylamino-3'-pyridyl bromide (16 mg, 0.075 mmol), solution of Pd(OAc) 2 (1.35 mg, 0.006 mmol) and S-Phos (3.7 mg, 0.009 mmol) in 1 ml of THF and double excess of prepared solution of organozinc reagent (0.15 mmol) were used. After purification by flash chromatography on silica gel (petroleum ether/EtOAc, 1:1) the title compound was isolated as a yellow solid (71%), m.p. 135-140 C. 1 Thiophenyl)-1-(3'',4'',5''-trimethoxyphenyl)ethylene (5k) 
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